¿FLWV PD\ RFFXU 7KLV FKDSWHU DLPV WR UHYLHZ WKH FOLQLFDO IHDWXUHV W\SLFDO SUHVHQWDWLRQ GLIIHUHQWLDO GLDJQRVLV WUHDWPHQW DQG SURJQRVLV RI $'(0 Neurodegenerative Diseases HGLWHG E\ 6KDPLP , $KPDG ©2012 Landes Bioscience and Springer Science+Business Media. 2 NEURODEGENERATIVE DISEASES 2WKHU IHDWXUHV RI $'(0 LQFOXGHG LQ WKH ,3066* GH¿QLWLRQ DUH QHXURLPDJLQJ RI WKH EUDLQ VKRZLQJ IRFDO RU PXOWLIRFDO OHVLRQV SDUWLFXODUO\ LQYROYLQJ ZKLWH PDWWHU QR KLVWRU\ RI SULRU GHP\HOLQDWLQJ HSLVRGH DEVHQFH RI RWKHU XQGHUO\LQJ SDWKRORJ\ WR H[SODLQ WKH HYHQW HJ LQIHFWLRQ WXPRU DQG LPSURYHPHQW HLWKHU FOLQLFDOO\ DQGRU RQ PDJQHWLF UHVRQDQFH LPDJLQJ 05, 7KH GH¿QLWLRQ JRHV RQ WR VSHFLI\ WKDW WKH EUDLQ MRI may reveal large ( FP PXOWLIRFDO K\SHULQWHQVH OHVLRQV LQ WKH VXSUDWHQWRULDO RU LQIUDWHQWRULDO ZKLWH PDWWHU UHJLRQV *UD\ PDWWHU PD\ DOVR EH LQYROYHG HVSHFLDOO\ WKH WKDODPXV DQG EDVDO JDQJOLD DQG LQ UDUH FDVHV WKHUH LV RQH ODUJH OHVLRQ FP SUHGRPLQDWHO\ LQYROYLQJ ZKLWH PDWWHU ,Q DGGLWLRQ WR DEQRUPDOLWLHV RQ EUDLQ 05, 05, RI WKH VSLQDO FRUG PD\ VKRZ FRQÀXHQW LQWUDPHGXOODU\ OHVLRQV ZLWK YDULDEOH HQKDQFHPHQW 3 $OWKRXJK YLUDO LQIHFWLRQ PD\ SUHFHGH V\PSWRPV RI $'(0 WKH SUHVHQFH RI SULRU LQIHFWLRQ LV QRW UHTXLUHG IRU GLDJQRVLV &RPPRQ ODERUDWRU\ ¿QGLQJV LQFOXGH HOHYDWHG ZKLWH EORRG FHOO FRXQW DQG &6) SURWHLQ 2OLJRFORQDO EDQGV LQ WKH &6) PD\ EH SUHVHQW EXW DUH OHVV IUHTXHQWO\ IRXQG LQ $'(0 FRPSDUHG WR 06 VHH EHORZ XQGHU ODERUDWRU\ WHVWLQJ 6 5HODSVHV KDYH EHHQ GHVFULEHG LQ FKLOGUHQ ZLWK DQ LQLWLDO GLDJQRVLV RI DFXWH GLVVHPLQDWHG HQFHSKDORP\HOLWLV ZLWK UHSRUWHG UDWHV UDQJLQJ IURP 2,7-10 According WR FRQVHQVXV GH¿QLWLRQV SURSRVHG E\ WKH ,3066* V\PSWRPV DQGRU 05, ¿QGLQJV DVVRFLDWHG ZLWK DQ HSLVRGH RI $'(0 RFFXUULQJ ZLWKLQ PRQWKV RI WKH LQLWLDO $'(0 HYHQW DUH FRQVLGHUHG SDUW RI WKH LQLWLDO HYHQW 3 5HFXUUHQW $'(0 5$'(0 LV GH¿QHG DV WKH UHFXUUHQFH RI LQLWLDO V\PSWRPV DQG VLJQV RI WKH ¿UVW $'(0 HYHQW WKDW RFFXU WKUHH RU PRUH PRQWKV DIWHU WKH LQLWLDO HYHQW ZLWKRXW LQYROYHPHQW RI QHZ FOLQLFDO DUHDV 7KH V\PSWRPV PXVW RFFXU DW OHDVW RQH PRQWK DIWHU FRPSOHWLRQ RI VWHURLG WUHDWPHQW DQG ZLWK QR QHZ OHVLRQV RQ 05, 3 0XOWLSKDVLF $'(0 0'(0 LV DQ HYHQW WKDW PHHWV FULWHULD IRU GLDJQRVLV RI $'(0 EXW LQYROYHV QHZ DUHDV RI WKH &16 $JDLQ WKLV HYHQW PXVW RFFXU WKUHH RU PRUH PRQWKV DIWHU WKH LQLWLDO HYHQW DQG RQH PRQWK IROORZLQJ FRPSOHWLRQ RI VWHURLG WUHDWPHQW 3 It is¿HG DV 0'(0 IROORZLQJ LQWHUQDWLRQDO GH¿QLWLRQV H[SHULHQFHG IXUWKHU UHFXUUHQFHV DQG UHFHLYHG DOWHUQDWH GLDJQRVHV 06 DQG &16 YDVFXOLWLV 11 Further systematic evaluation RI WKHVH GH¿QLWLRQV XVLQJ ODUJH FRKRUWV RI SDWLHQWV LV QHFHVVDU\ WR GHWHUPLQH WKHLU YDOLGLW\ 6HH 7DEOH IRU ,3066* GH¿QLWLRQV INCIDENCE AND PREVALENCE 7KH DQQXDO LQFLGHQFH RI $'(0 LV HVWLPDWHG WR EH EHWZHHQ DQG SHU 9,12-15 ,QFLGHQFH YDULHV ZLWK JHRJUDSKLFDO ORFDWLRQ ZLWK HVWLPDWHV RI SHU XQGHU WKH DJH RI \HDUV LQ &DOLIRUQLD 9 SHU XQGHU WKH DJH RI \HDUV LQ -DSDQ 14 0.07 per 100,000 in Germany, 13 and 0.2 per 100,000 in Canada. 12 Several studies have suggested D VOLJKW SUHGRPLQDQFH LQ PDOHV ZLWK 0 WR ) UDWLRV UDQJLQJ IURP WR 2,12,14-17 Onset usually occurs early in childhood. 2, 5, [7] [8] [9]16, [18] [19][20][21] (LJKW\ SHUFHQW RI SDWLHQWV ZLWK $'(0 KDYH RQVHW EHIRUH WKH DJH RI \HDUV 15 $GXOW RQVHW $'(0 RFFXUV EXW LV UDUH [22] [23] [24] [25][26] 
It is important to note that ADEM rarely occurs postvaccination (0.1 to 0.2 FDVHV SHU 27 ,W PD\ RFFXU PRUH IUHTXHQWO\ DIWHU SULPDU\ YDFFLQDWLRQ UDWKHU WKDQ revaccination. 28 &DVH UHSRUWV RI $'(0 DIWHU WKH IROORZLQJ YDFFLQHV KDYH EHHQ SXEOLVKHG smallpox, 28,29 measles, 2,30,31 mumps, 32 UXEHOOD 31 Japanese B encephalitis, 33 diphtheria/ pertussis/tetanus, 31 pertussis, 15,31 LQÀXHQ]D 34,35 hepatitis B 19 and the Hog vaccine. 36 3RVWLQIHFWLRXV $'(0 KDV EHHQ GHVFULEHG LQ DVVRFLDWLRQ ZLWK YLUDO LQIHFWLRQV including measles, 31 mumps, 2,37 UXEHOOD YLUXV 2,31 varicella-zoster, 38 Epstein-Barr virus, 18, 39 cytomegalovirus, 40 herpes simplex virus, 2,41 hepatitis A or C, 42, 43 &R[VDFNLH B virus, 44 LQÀXHQ]D $ 45 or B, 7, 18 +1 LQÀXHQ]D 46 HIV, 47 human T-cell lymphotropic virus-1, 48 human herpes virus 6, 49 5RFN\ 0RXQWDLQ VSRWWHG IHYHU YLUXV 50 and human coronavirus. 51 Other pathogens include Mycoplasma pneumonia, 52 Borrelia burgdorferi, 53 Campylobacter, 54 Leptospira, 55, 56 Chlamydia, 57 Legionella, 58 Rickettsia 
